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Drug:
Generic name: Tamoxifen
Trade name: Nolvadex

Indication: breast cancer

Route of administration and dosage form: oral tablet
Recommended dosage and schedule: 20-40mg/day for up to Sy

Studies reviewed for this submission:

Kivisto, K., et al. 1998. Tamxoifen and toremifene concentrations in plasma are greatly decreased by
rifampin. Clinical Pharm. & Therapeutics 64(6): 648.

Hemminki, K., et al. 1995. DNA adducts caused by tamoxifen and toremifene in human mxcrosomal
system and lymphocytes in vitro. Carcinogenests, 16(7): 1661.

Hard, G., et al. 1993. Major differences in the hepatocarcinogenicity and DNA adduct forming between
toremifene and tamoxifen in female Crl:CD(BR) rats. Cancer Res. 53:4534.

Williams, G., et al. 1993. The tiphenylethylene drug tamoxifen is a strong liver carcinogen in the rat.
Carcinogenesis, 14(2): 315.

Moorthy, B., et al. 1996. Tamoxifen metabolic activation: comparison of DNA adducts formed by
microsomal and chemical activation of tamoxifen and 4-hydroxytamoxifen with DNA adducts formed in
vivo. Cancer Res. 56:53.

White, 1., et al. 1992. Genotoxic potential of tamoxifen and analogues in female Fischer F344/n rats,
DBA/2 and C57BL/6 mice and in human MCL-5 cells. Carcinogenesis. 13(12): 2197.

Supplemental review of chronic toxicity in rodents administered tamoxifen. NDA 17,970. M. Brower
April, 1994,

The following changes should be included in the revised labeling.
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RECOMMENDATIONS
The label should be corrected as indicated above.
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